Mr S. consulted in December 1996 for a pain in the left arm. He had no past medical history except tobacco (20 packs/year) and alcohol (40 g/day) consumption. Clinical examination found a bulky left forearm mass and fixed enlarged lymph nodes (4 cm) in the supraclavicular and axillary area. PS was two and serum LDH was elevated (684 IU/l, normal upper value <600 IU/l). A total body computed tomography (CT) scan revealed no other abnormalities and a bone scan showed cancer lesions involving the L4 vertebra and left radius. A bone biopsy of the radius was carried out revealing a poorly differentiated carcinoma and immunohistochemical staining was positive for pan-cytokeratin (CK), membrane epithelial antigen, and negative for S100 protein. An en-bloc resection of the radial tumour was carried out followed by six cycles of cisplatin (100 mg/m 2 on day 1) and etoposide (100 mg/m 2 on days 1-3) repeated every 3 weeks. Treatment was completed with radiotherapy delivered to the lumbar area at a dose of 20 Gy and to the left arm at dose of 30 Gy. A complete clinical, biological and radiological response was achieved. The patient is progression free 8 years after the completion of treatment.
case 2 Mr D., 54, was referred in March 2002 for cervical adenopathies. He had a history of tobacco consumption (40 packs/year). He was in good general condition (PS = 0) and a complete examination including laryngoscopy, palpation of the testis and a rectal digital examination was normal. Serum CA19-9 and carcinoembyronic antigen were elevated and serum LDH was normal. A total body CT scan revealed no abnormalities apart from enlarged cervical lymph nodes and a doubtful pulmonary nodule. A biopsy of a cervical lymph node revealed a poorly differentiated adenocarcinoma and immunohistochemical staining was positive for CK 7 and negative for CKs 5-6, CK 20, HMB 45, S100 protein and TTF1. The patient received six cycles of cisplatin (100 mg/m 2 on day 1) and gemcitabine (1000 mg/m 2 on days 2 8), repeated every 3 weeks which resulted in a complete clinical, biological and radiological response. Postchemotherapy radiotherapy was delivered at a dose of 60 Gy to the supraclavicular, cervical and the right apex area. The patient is progression free >5 years after the completion of treatment.
discussion
Although none of these two patients belonged to the identified specific subgroups of CUP with a favourable outcome [2, 3] , all are long-term progression-free survivors after aggressive local and systemic therapy. Of note, one of them had a predicted favourable outcome according to a validated prognostic model [3, 4] . However, the expected median survival is only about a year, even in patients with a good PS and a normal serum LDH. In large series of CUP, the proportion of long-term progression-free survivors ( ‡3 after diagnosis) is <10% [4, 5] . In historical series, before the advent of chemotherapy, median survival was 4 months and no long-term survivors were reported [1] . Cases of long-term progression-free survivors have been increasingly reported in recent years in subjects with a variety of metastatic carcinomas, including notably metastatic colorectal and non-small-cell lung cancer. Our findings indicate that this result may also be achieved in patients with CUPs and it justifies treating these patients with chemotherapy, associated when feasible with aggressive local treatment.
